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(57) Abstract: By intracerebroventricularly administering relaxin-3 binding to SALPR to rats and observing feed intake, body 
weight, fat amount, etc. of the animals after the administration, it is found out that relaxin-3 has useful effects of promoting food 

intake, promoting body weight gain and causing obesity. Thus, it is possible to provide a polypeptide having useful effects of pro- 
moting food intake, promoting body weight gain and causing obesity; a remedy for diseases containing this polypeptide; a method of 
screening a compound, a substance or a salt thereof activating or inhibiting a receptor of the polypeptide; a screening kit therefor; and 



a food intake regulating agent, a remedy for obesity, a remedy for diabetes and so on containing a substance inhibiting the expression 
of the polypeptide, etc. 
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^^b<f*80%i!^_h. J;«9^*b<f*85%J^_h. $^>f;i^*b<}*90%J^_h. $ 

^>(iJ;«90*L<{^95%J^_h. #fC^?*L<{i98%|^A_h. ^L-C:S^)0*L<{*99% 

[0022] :^mmcmmir^^v^^^:t^m^ m:^it^BmM(Dh(Dxh^^thx^^\^^ 
[0023] ^mm::mmir^:^]}^^u:t^}i^tvx\'i^ mmmmxm^ti^mmmmnj^h 

(DATGXfi^~k'0. 427# S —429^ @ (DTAG-e^Ti"^;^-— 7Vy— y'V^^i^Vl^ 
[0024] U7dr->->--3^^^-r^^.^M5fei^ 

fc^mmm^<s:t^(7)'i^m. i^mmunm. mmmmumtL-xi^immM^ii^^^tir^^ 
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mm. ^mm. rht -t^^jti^, ^w^ias. ^m^m^tm. u^-^^mm^m 
^m^. mmmMtimti:t^).m^mm. mikm. aids. ~tfMmmMtf:t^^^ 

tip(^>-^/]^:^:ym&. ^^>-:^/\^:^:^W&. W^^l^^^/^^l^ 
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i:^5-e#^o ^tih(Dmmi^mmm\^^htix\^^mMm. mmm. m^m. mm^m 
. mmm. mmmmmL mnm. i^mm. mmm. ^^m. mmwmk mmm 

[0026] ^nh(D^mmti.xu. i^^M^<e^^*4BH«. ^y-<:7°^K(Digtx. ^ 
mmfj:m-^mitm^<Di^miks^tim\x.\tmo. i-soo^ g. 0^b<{*j^ 

0. 1—100 jug. j;«90*b<{*l— 50JugeS^^^i-S^O;OW*bV^^H-e$)So 

fj:^ mmmmmm^j:mm^t^m^m\^^xmmir^^t7i^x^^o 

[0028] y^^->:/-3^^#:i!bT. IR^^ttTV '^TrJ^.f^L 

GR7(GenBankTi^ir5/i/3:/#-^NM_021634) . SALPR (GenBankT^ir^/ 
iy3:/#^NM_0 16568) (GPCR135^tif^$tl/TV^5o )*/cf*GPR100(GenB 
ankT:^-fe^;/>'3:x#-^AB_083593) (hGPCRll, GVC;R.\A1hV^^f\rC\^^o ) 

(Dy.y^)—^iyy^^m\^mM^^x^f\.\f.m\^m%-^fvf.m^\^^^ 



wo 2005/075641 20 PCT/JP2005/001887 

[0029] siT. :^mmmKm ^xi^. ^mM(D0'^i.\ ^—mti^x. sALPK^mm-r:^:^ 

^y)—:=^>^^':}jmic-D\^x:^mm(D[H^mr^ir^o -r^^t^^. ^mmi^. salpr 

Wi^mik^i&m^fz.um^ii-^j^m^mir^^^^^^^'^mir^^t^'ix^^o 

[0030] rr-e. ^mMi^^mir^SALPR^tii^^(D^1^m^y^m. (D<:£k^(D 
:^m:KX'On^^t^^X^. mK.ltSALPR^=i—h^ir^:^V^^U:t^}i^ (GenBankT 
i^-fe:5/iy3>'#-^NM_016568) M V ^T<^^(DJt'e^^X^6^^^fe^;lJ;•9|«S-r^ 

^t^^^x^^o ^tim(Dmmt]^x. ^A^(Dyi<v^':f^}''(D^}^micx'on^^t^>x^ 
. m:t\tmmm. m^mf^t^^mKm^^f^ir^^tTi^-^mxh^^ mm. iib^^ 

it. sALPR^jg ^ ^i^iyy<^m^mmmxmmir^^tKXoxmmr:6^t^^x^ 

•So 

[0031] :^mmi^^mir^sALPK^=i—vir^:^])^-:f^m. mmm'^^xm^ti^T^ 
ym^^t^m^^^}^\mmm^4xm^ti^T^ym^t^:^]}-<^^}''tmm'^ 
i^mmtf:^m^v-<^^h\ ^timm^'B-^xm^n^r^ymmmi^mi^x. 70 

sAi.PKtmMm^m}:^mmmx.wj9^-yi^-3t(D^^m^xxj^^tiKx^^c 

[0032] ii-c% mmm^4xm^th^T^ym^^t^m^:f^\^'tmmm^mmt^^m^ 
v^^^h^tit. ^(DT^ymmmi()^. mm^'B-4:xm^ti^T^ymmm^t^^v-< 
>^^}^ic^v^xi^t'itmmmm'^\^<m'^f'nmm)(DT^ymi!)^x^. mm. w 
A^xxj^y-^fcm^M^tifcT^ymm^^ixh^x. v^^hsALPRtmM^i'^mv^ 
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[0033] $^>(^. sALPR(D§i5^jj^y-^:/^Kt>. sALPRtmMmcmzmmmK.wjy^ 

[0034] )^T. »^^^X^6^#fe^;lov^■r. X'OMcW^matSALPR^mmir^m-^i^-^ 

[0035] SALPR^3— K-r§^y5<i5^1/:^^K^3l^^^^^*aJi^t^^Ab. nhtltiJ^M^ 

(b) rga^j#-^4T'^$tv^T^/^ga^j;o^^^cCS#y-^:/^Kj^=i-K«. #y^i^ 

(c) riE^iJ#^4-e^$ti^T^yM^iJ^'a-^. tirtBSALPRi:^«6^tc|^ 
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[0038] ifimmmm—D(Dmm\^i:.^\^.^mmK^m'r^y^')^^i^:t^Yu. mm 

tt^#i-§^°y-<:7°^Kj^=i-KbT/^§t>(D-efe;5o ^^-e. #A*5j: 
a;«90*b<«i-iO'fB. $^>m^b<f*i-5^. #m^b<{*i-2^-efe§o 

[0039] :^mnmm-^(DmmKi:.fi\i.^mnK^m^^^^)%^i-'^^Y\-^. mm 

#^3^^^$tl.§:^Sie^iJ;?>^^>^^^^y^^l/:^^K^;^hy^v^a.^h/^^#T-T:vN^ 
:7'y^VXb. StilESALPR^^«6^(^|^mtt^W-r^^y-<:^^Kj^='— 

KbT/^6^><^-efe§o ^fef-. ;^^9g(DSiJ(^— o(Dffi#t;ij:ti.{^. ^^c^MJ^i-K-mi- 

6jKy5<i^w:^^Kf*. ria^j#-^3-e^$tb5:^Sia^j;?)^fe?fe53!Ky5<i^v:^-^K^;^h 
[0040] ttflS?l^®^mi-'teffl$tv§:?'7^5:Kf*. _h|B(Dj:55feSALPR^=i— K'T^jKy^iJ' 

[0041] *fc. tufE?l^fffem#:^>. _h|ECDJ;5JfeSALPR^=i— Ki-ajKy5<i5^w:^^K^tp 
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^t^^9^^V(Dj^x-^m-r^MM^mi^x-h^^thx-^^U fe§v^{*. salpr 

[0042] mmm^ms^ti^xi^. Mx.umm^m^ti^^M^<Dm^i>i^. mK.m<mm m 

X.fiEscherichia coli JM109^)^fcf:i^#(^[Ix.fiSaccharomyces cerevisi 

ae w303;^). fe^v^f*. ^M^<Dmmms^. mx.i^mimmmmx.\-£cuomisk. h 

jb^X^^o 

[0043] *fc. <^^<Dttf|B|Sm^i5'^— irb-Cf*. -^JX-fi^MMf^^bTf*. pUC. pTV. p 
GEX. pKK. ^fcf*pTrcHis?r;^*t;i>i!sJ-bT}*. pEMBLY^fcf*pYES2?r;CH 
O^JJ^, HEK-293^J!a*3j:tJ^^COS|fflJiS(^^L-C{*. pcDNA3, pMAMneo^/c 
(ipBabe Puro^;BmN4|fflJIS(;i^L'C{*. ^4=i^^-^i$i^4/V'y^ (BmNPV) (D 
^V^}'^T^yv2^—^—^^ir:^^^i^— (^!lx.f*pBK283) ^#tf ^^ir^^-et^o 

[0044] sALPK^^ir^mm'i. sALFR^ms^^mmKmML-x\^^^mo. m^m^ 

^u:t^}^^^^t^:f9^^}'^XMMmi^^thtLmM) SALPR(D^m:5S Brtg/^^# 
Txmmir:6^ticX\)n^^thX^^U fe§v^}^. jg^JteMtii. SALPR^=i— 
K-r^RNA^aAb. SALPR(D^m^5"Brtg^ce^#T-eJ#ai-5ri!{;iJ;<9#6ri! 

[0045] ^fc. sALPR^-^^-r^;^^§g (c-f^ffl f^iiffljsai^m^^f*. mx.it^mm kx^s 

-EivehiemM*^v^^-f if — ) xm^^^WUMir:fjm. r7— y^^vv^-^^— 

)!j<yhn^(Kinematica|l:) KX^m^. M^m^X^^^. fe^V^fi, :7U:y^:fU::^ 

fj:t^xMmvfj::d^hm\^^y:^y^^7b^hm^^mm^'^^^ticx^m^f^^^ 
mm'L^^mm^fcim&mm't^^mm^mif^^t^^x^^o 
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[0046] sALPR^iTri-^, ^mmi^x^mik^iS:mi£.fcit.mmir^it^m<D^^])—^> 

So 

[0048] i^mm\^i^^:^^^)—=-^^^^iom^^\^x\-±^ m^\^sKi^pRh\.<n.wmMfki^ 

[0049] Mi^^^«#^#^iT*5J:U^^a^^«#^^T<^#^#T^-*5V^-c. SA 

Ai.pR^^'r^m^^iSim^rci^mmir^mti^mn^Tiut^m^:^^})-^^ 
if-r^^tt^x^^o -r^j^^-h. mm^mmmn)^. sALPR^^ir^^m^^i^m-^ti 
i-imm-r^mti^^ir^m^ia'i^ mm^M^^^rK^n^sAi.pRhv< 

[0050] ^mmKx^y^i^v—:=^>^:}7mK^\^^x. sALPRhi.<i'immmskmm^'k±\^ 
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mt\.xu. e'h]. ["c]. [''s]?^^^^ffiv^^ri!^5-e#;5o mmmm 

[0051] ^(DX.D\Z.^ ^mm\Z.X.^^^^)—^>^':}fmK^\^X. SALPRt>L<f*ti|tB?^fflM 

mm-r^mti^Kmi.xit^m^^i^^^—^^^^'r^^tib^x^^o 

immmmrm'r^w^m'm^. sAL¥^^i^\-r^m^^i^m^^i\:,-^mfuxm 

[0054] tifiB^#t-*5v ^T. wmm^t-^m^)^^^Yt(Di^^mm'r^h(D(D, m 

mm.^^^bt^x^^. 
[0055] ^^p^f^j;§:^^y-^^^^^;^fife{i. mmmwi^'^tvx. 
—^(Dmmi\mmm'r^^t\^i:oxmmir^:Lti)^x^^o 

[0056] r<DB«<^;^i5^y— ^^i5^;^&{c:*3v>-r{*. mx.\tT^:=-;vm.^^'9—^^mmt 
\z.i:^xmf^\H\z.^)m-^cAyLV-%:^M^(D^mxW\'&irfi\-ti:<. SALPR^i^^i- 
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mry^'y—^^nux^. itaisrt {^^^^tt^i^-r^y (camp : rf^^vmry 

[0057] ^!|;%.{iSALPR^^|}aj^_hlc:^m(0^b<{-i, SALPR^-^tf^^-<i^iS^-^^ 
«l^<DcAMP(DmS:&5-b#i-6o 

[0058] ^fc. T-T^^^/v^v^i^^— SALPRCD^^y;^>-K^;(in 

R^irhi-6^^<Dy;5/vK(^ft:b«9 . WiW^m.^nrnxm^^'^'CoKyipcD^WLm^ 
^i^/^-$-fr6('rJtet:>-^^^y;^>'K^i^#<^){tffl^W'r6)^k^i^^sjRi-6i!^v\ 
[0059] mik^mm'r^i¥m^mir^^\:.^!i^^:^^v—^>^ir^m^ia'i. r^f^^vm^y 

. ^m:ffy}'^<Di^mxcAMP<D^mM^m{i^ir^^K mmmM^^^^v^y}'^<D 

[0060] msk\HcAMpm^mMir^:fjmt\.xi-i. m:^i^4J>^yT^y'^4m^^^^^^. mx. 

umm(DcAMP^m^^yh^mmir^^thx^^o 
[0061] m(Dmm(Dy^i^v—=^yi^:ffmi^^\^^xi^. m^i'£sAi.PK^ms^m±i^mm.i0 

^L<{*. SALPR^-^tf^Ja-<i^^— ^^Ab»Ji-^?i.)U b^^^i. cAMPJ^;^ 
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mm (CRE) 7!)^5' ±m^^mir^^^—^—A'^'f- m^\Tr;vti^)'7ii:y^^r^— 

if Jt-fs^^^. ^/cfiGFP (Green Fluorescent Protein) #(Z)^3fei^>^^-^^®it 

mmK^mi^x^^-r^mmmmxh^o =e§oT. TT^^/i^m->^9—'^<D^mt 

m^<'^W(Dmic^Mir^m^^m^ir^^tKX^-h\.<\tu:^—i^-AB^t\^X 

[0063] ^fc. TT'^/V^^^iJ^^— -g^^ti^l::^J^^;tjp-t-^^(C, SALPR(Z)^^y;^VK^;!jP 
mJEiit^^flPx.. ttflB^^y;5f :/K;$5;2^l§p^ KX^SALPRKffmi^X^C^T'f=-/i^ 

i^^^x^ sAijpR^^ir^^mm-ffi^n^my^mkm'm^mkxmm^'^xu 
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[0064] mik^mm'r^i¥m^m'r^it-^m^:^^v—^>^'r^m^Ku. r-^^/v^ix 

o 

[0065] mmmwi^^^i^m^K sALPmcM-r^^m^^^i.tii'^mxh^i^^^^^^ 

^m\^^xmm(7)nm^mm'r^o mmmmmmKx^ffm^\ salpr 

mm^^x^yi<—i^—mB^mm(Dmm.AKmL^xm]:^mM^mm^ri^(DicM\^x 
. mm^mmMi^x^i¥m^K sALPK{z.Mir^^^^^^x^i'^mx^^m^^^^~i.:^ 

xm^^m^mmm^n^o 

mmimm^^K.^^^^m^mm^xxf^mir^^t:d^x^^o ±mm%m^t 
L-xit. iEm<Dmm^mh'r. mm^<Dmm^y'y^mi>^mK.mmm^T^/^x:h 

^oh/oh^^:^^ db/'db->'li7><., Zucker i2X\ryvVfiiE)^W^=^'ik^W^X%X. 

^fe^(^«s^bT«. m^\mm^. mm^. ^r. mief^. Mitrt. j3B 
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o 

[0068] V9^iy>-3^mW^tL-X. m^^tlX\^ f^L 

GR7(GenBankTi5^ir:yi/3:/#^NM_021634) , SALPR (GenBankT^ir^/ 
v/3^^#-^NM_0 16568) (GPCR135i:tif^$tL-CV^5o )*/cfiGPR100(GenB 
ankT:^7-fe5/v'3:/#-^AB_083593) (hGPCRll, GPCR142i!^>l5^$tl/TV^6o ) 

^t^^^^V-<:f^}''fj^t^hmmi-^^thxt^o 

^y— -^^^;^^it^ov>T^^0^(Drt^^i¥3zii-r^o -rt^t^ib. ^mm\i. salpr 

^it^m(0:^^\)—:=.:^y:)om^^^'r^h(DX^^o */c. SALPR^^c{*-^<D§|55> 
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[0070] ^mm {cmmir:^sALPR^fci^^<D^i^m^y'^m^ O^^CD 

:lfmi^X'On^^t^^'^^. -0^];! f^SALPR^=i— Ki-^3^y5<:^W:r^K (GenBankT 

-So 

[0071] ^mmicmmir^sALPR^=i—}^'ir^:^])^:/^m^ nm^'B-4xm^ti^T^ 
Kmmti:^m^v^^^h\ '^fcmm^'B'4xm^ri^T^ymmmi^mi^x. 70 

L< m9%^±(Dm m\^^^ir:^T^ymmm^^hfj:^T^/mnmx^ox. v^^h 

[0072] ii-e. mmm'^4xm^th^T^ym^^t^^])^y'^}'^tm-mmi^mmti:^^:^ 
y^:/^K^}*. ^(DT^ymmmi)K nmm^4xm^ti^T^ymnm^t^:^]}-< 

[0073] ^hK. SALPK(D^^^V^-^^h^. SALPR^^®6^^c:|Wlm'|4(^!lX.^^y^=ar 

[0074] ^^.T. »e^^x^e<J#fe^;lov^T. J;«9*^e*jl;i{*SALPR^^ffli-6#'^(;io 
V ^TPx&i-S^5^ ^(D|fP5>^y-<:/^Kt^ov ^Xhmm(D::^^V—:=^i^^:l7mi'^mm 

-^mx^mtm^m'^^titi\^ \ 
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[0075] SALPR^=3— K-r§^y^^i/;^-^K^ig^^^^±mt^^Ab. nhtifcMM^ 

(b) rga^j#-^4-e^$ti.^T5y^Ba^j;5^^^cCS^y-^:7'^Kj^=3-K«. ^y^:^ 

(c) riE^iJ#^4-e^$tL^T5/M?'J^'a-^. tiitBSALPRi:^«6^t^|^ 

(e) ^ga^J#^3-e^$^^^:^^Ba^J^^^?^^^JKy^^5'w;^-^K^^hy>'i^^>'h^cC^# 

T-CvN^:/y^^Xb. tfflESALPRi!l^®6^l;i|^mti^^i-§7Ky^:/^ 

5?i^i/^^K{*. ga^j#-^4-e^$tbST5/^ga^jd^&,jfe6SALPR^=i— Ki-So 
[0078] o(Dli#tiJ:tt«\;^^i!tC'f£ffli-§^y5<^i^;^^Ktt. rga^ij 
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^^^^-^^"y-^^^^Kj^^-Kb-c/^s^iCD-efe^So ^^-e. m^. #a*5J; 
j;«90*L<f^i-io^. $e>m*b<{*i-5^. #m*b<{*i-2^-efe§o 

[0079] :$imm(D^m—D(DmmKXM.^mmK^mir:6:^v^^uyir'^}'i-i. mm 

:/y^VXL. b^^ti. ttilBSALPR^||«6^ic|llC?S'l!^^#-r^^y-^:^^Kj^='— 
KL-C^^5t>(0-efe6o $e>f-. ;*:^5g(DSiJ<D— o<D^#l;iJ;tvfi. ^^mi^mmir 

[0080] ttflE?l^®^mi-'feffl$tL§:?'7;^5:Kf*. _h|B(Dj:55feSALPR^3-Kf ^:t?y^i5^ 

[0081] *fc. tufE?l^®fem#:*>. _h|BCDJ;5^c^SALPR^=i— Ki-§jKy5?i5^W:^^K^tp 
^t^'^y:^Vr(D^x^^'r^j^nM^W-X^^:Lthx^^\^. fe^v^f*, salpr 

[0082] ttfiB^^m^L-cfi. mx.\^m'^^m-^fh^<ik^<D'^^m. mK.u^mm m 

^.{^Escherichia coli JM109^)^:^c{:±^fi|:(F[|x.{^Saccharomyces cerevisi 
ae W303^*). fcSV^^^. ^^(DJ^^m. 0rI;t}^i!J^^^J^g(0^|;t^^CHO«BJi^. H 
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[0083] ^^(Dmmm^^i^^—tl.Xi^. mK.it±mmKMVXlt^ pUC. pTV. p 

GEX. pKK. ^fcf*pTrcHis$r;^»(;i>i!tbT}*. pEMBLY^fcf*pYES2?r;CH 
OM^. pcDNA3. pMAMneo^/c 

(ipBabe Puro^ ; BmN4|iajia(^>y-L'Cf* . (BmNPV) CO 

TKy^Ky^T'a^— ^^-r^^i^iS?— (^!lx.f^pBK283) ^mf^^tti^x^^o 

T-ej##i-6r^j;ij;«9#6r^^>-e#6U fe5v^}i. M'^jfeJfflJiSfii. salpr^=i— 
K-r^RNA^aXb. SALPR(D^m;d5"Brt6?'cC^#T-eJ^*i-^^^f-J:'9#^rt 

[0085] ^fc. SALPR^-^^-r^^^gg fc-fSffli-^lffl^m^^j*, i;iJ;Ss 
ALPR^^m«lfflJ!^^fiS#bfc^.lfflJISj^^5^<'^^ti^ilf5>^^^tt-^^i!(-J: 
«9#^r^:e»5-e^§o JWJ!a<^?^#;^^i:b-C{*. ^!l;t.fi*J^i^-^-rif-(^!lx.?*Potter 

-ElvehiemM^^v^-^-f if — ) T^^J!^^#Ut-r;^?2fe ^ 17— y^^VV^^^— ^fcj* 

[0086] SALPR^ifr-r^. ;^^gg(Cj;;5#:m^it;!jP*fc{*^^6!'^-r^^b'^i^C);^i^y— 

i/;^&-e«. SALPRtjb<(*ttflB^J}SI^W^(-rjfe:b-^. SALPR^-^^-T^J^Ji^ 
J^Sif5>). :^/c«ttflE«(-rjfet>^. SALPR^^i-§*HJiS)Mv>§ri!;a5-e^ 

•So 

[0087] ^fc. icj;;5:^i^y — ^^i/;^i^tc43V ^li^i^«;e»ssALPR(^#M6^ 

(cM'^i-§;5^/5^^B^-<6;^&^.SALPRl;iMi^i^«^5|^^i-§-^(Cj;«9feCa 
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[0088] :^mm \cx^:^^v—^:y^^jfmic^\ ^xi^^ mx.itsALPR^:>i^<i^mmimmm 

[0089] »^^«##^iT*5J;t>'^i^^^«#^^T(50#^#T^-*5V^-c. SA 

v9^iyi^-3) t^mm^"^. mm^i^Ti^^n^sALPRhv<it.mmm!s^mm^ 
mti.xi'i. m^it. e'h]. ["c]. ['''!]. [''s]^ce^^Mv>^r^ds-e#^o mmmm 

[0091] ZLCDXo t-. tiJ:^^^y — ^^^';^&i;i*5V ^T. SALPRtjL< «tE^IM]^ 
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[0092] :^^0j!fcj:6;^^y-^^^'v^&(c*5tt§B'J(^tl#-e{*. mmms:4¥^^r^x 

[0093] tffiEffi#t^*5v>-c{*. ttiiBiifflj}^i;iig'a^L. wmmmzL^^ti^^mi^i^^vxm 

[0094] mmmm^^^ ^x. mmm^t^m^>}'^t(Di^^^m^ir^h<D<D, m 
mmmm^^^\.^j:\^ ^mmmm^. sALPR^^-r^i^m^m^i^-rut^mti.x 
m^ir^^t^^x^^o 

[0095] :^mm i^^^y —=->^^^mu. mmmm^tvx. m^\tT^=^;vm:y^'y 
—■^(D^m^m^mm'r^^h\z.x,-^x%mr^z±ifix^^o 

[0096] ^(DWm<o-^^^)—^''-y^^m\c^\^x\^^ m^\trf^jvmry^'y—^(o^m'^ 
§o ic>M#f*, SALPRi;i^^y;^f>-K;0S^-a-t-§^^t-J;«9^fcC§J^JiartiXi/-:h/^ 

'm^m^Mn't^%(Dx^^o ^w-mui^. ^Ni.pRiz.-^m^y^im'^'t'^h. s 

Wfy^'y—^^nnW^. M^nX^^^^fx.^^H^^hy^^AMP (cAMP : T'T^JVmry 
i^^— ^l;iJ;«9ATP>5^e>^^$tt§)»^Mii>$*§^^f-J:6o 

[0097] 0iI;tf^SALPR^?WI}^J|g_b};i^m(0^b<{*. SALPR^^tp^m-<i5^^-^^ 
Ab»J iC^Ji.) bfcdtf LiJji^ S {^HEK-29 3mtib< fiCHO^Jia 
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[0098] ^fc. Tv'^/vmi^i^y—'^mmtM^muir^m^. SALPK(D^mv:ff:^h^^M 

[0099] W-m^m'P'r^^m^^ir^i\:.-^m^y^^')—^>^ir^m^\a^. T'f^jvm^y 

^"y—^'^rnVM. SALPR(D^^y;^VK. *5J:«^f^«^;^^y-^^^'ffl^J3a 

. -^m^^-yY(D»^mxcKmv(D^Wumm/>'r^ii^. ^mm'm^^^^)^^-yY(D 

mm%uw-m.mM'^n^^^u\:.-^m}i\^xws^x%^^ 
[0100] mm%cAMF'm:m&'t^:^^^h\.x\~t^ m^\i^j>>^rv^^mii^^^ii^. mx. 

[0101] ^\\(Dmm(Dy^i^v—=^>i^:^micm^xi^. m^i-^sAi.PK^mskm^ic^m.iii!' 

mm (CRE) ^^5' ^mK^m-r^^y^—^—M'^^ mxJitr;v^^)y^:^yr^— 

if it'B^^. ^fcf^GFP (Green Fluorescent Protein) ^(D-^^t^^^^^MM 

m^m) ^^m-r^mm (sir. ^:^^v—:=-i^^mmm twr^^thh^) ^ffl v ^;5 

r^{;iJ;«9. SALPR^in^>r§#:m^ii;(lP^^c{*Mi^-i-6tg;^;^|i:!3rjLT^b^i^^;^ 
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m^!i^M(Dm\^^Mir^mytmmir^^ticx^'h\^<i'i:]^:^—^—m'm^tvx 
x-h^o 

[0103] ^fc. Tf^/vm>'^y—^^m\:M'km)W'r^n\^. salpR(D^^!;;^VK^;!jp 

iy^mx\ sA-LPK^ift'ir^^^(Dv^>}'ic'Ri^y)i^mmM^^mxmm^^xu 

. ^m:ffi^}''(Drfmx^^—^—mm^m!ii^<Dmmmi-i.m{i^ir^^K ^mi^n^^ 
i-6o ^(Dt^\a^. mmmmmwi^i^mm{}^i^m^mir^ih^mt\.xmi^x^^ 
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[0105] mm<>^Mi^x^i¥mK sALPRt^>fJ-r^^^'a'^^f^bfcf^ffi-efc^;o^^/5^i. 

^m\^^xmm(7)nm^mmir^o mm^mmMKx^ffmniK salpr 

. mm^mmMi^x^i^m^K sALPmcM-r^^m^ic^^i'fmxh^m^ia'i. ^ 
xm^j:^^^7!)mm^ri^o 

#f*¥t^. ^:/t°-^V;^. '*J3gKi. ft:7K^ft. ® 

:3i^/v=¥-Bff^». mfpjiE«*(vsR). rtfljijjgM*. ^TJ!gJte». nmmmm^ 

db-^-^^^. Zucker fatty^5/h7'^^O^atf^^^8^:^tl]i^-t?t)a:V>o 

?f^^.i:LT}i^ p e^*fc«#S P 6^{^S^i-^o #S P Wm^m^(r)mM}i^^X 

fi. -^-rix-frnjiRi^x wjfRf^. mnn. rn^n. mn. m^\^<\m.^ 
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[0108] *#:fi^ic:fi. V9^^^i^-3^mi^tvx^ m^^tix\^ ^^^jk^(D^mi$i. mx.i-£i. 

GR7(GenBankTi?'-fe5/>'3^^#^NM_021634) . SALPR (GenBankTi?'-feiy 
iy3^#-^NM_016568) (GPCR135^t)#^$tbTV^§o ) ^fcf^GPRlOO (GenB 
ankTi^-feiy^X3:^#-^AB_083593) (hGPCRll, GPCR142^t>|^$tb"CV>^o ) 

ij^y— c:^>'i/;^^^^c:ov^T;^^5g<DF*3^^Px&i-So i-Jfet:?-^. salpr 

^it-^m(D:^^V—=->'^M^^^^'r^h(DX^^o SALPR^fc«-^<Z)§|S5> 

[0110] ;2^^0^f^'Kffli-^SALPR*fc{i^(D$p5^^y-<:/^K}*. (d<^^(d 

-^mKXJOn^^tii^X^. 0i)x.f^SALPR^=t— K-r^^y5<i^W:^^K (CenBankr 
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'ho 

[0111] ^^pjiC'^ffli-^sALPR^^!— Ki-§*°y-<:7°^Kf*. ia^ij#-^4-e^$tL§T5 

[0113] ^hK^ SALPR(D§P^^y-<^^K^i. SALPRi!Slfffi^(c:|^ratt(Fllx.{^y^=3e 

[0114] j^T^ m.u^r.^m^mK^\^x. x^M^w-^Ki-isKLP^L^^m-r^m^K^ 

[0115] SALPR^=3-Ki-^^y5^^W:t^K^il^^/ce#^*fflJ!^{-^AL> mhflfzMm.^ 
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(b) ria^(j#^4-e^§tL'5T^y^ia^(j;e)^6>/^§^y-<^^Kj^=3— K-r§. ^yj?^ 

(c) ^ga^J#-^4-e^$^^ST5y^gB^J^^. b^o^^j. fulBSALPR^II«fi^(;ilil 

(d) ria^ij#-^4-e^$;^t^T5:y^ia^ijcDi^fc{«mi@ (^*b<(*i^fcf*M) 

(e) ria^ij#-^3-t?^$tL§:^SiB^ij;6^b?'^§:e<y5<i^w:^^Ki:;=^hy^v?^>'h?fe^^ 
T-e^N-r:/'yy-rxb. l>5^^>. ttfiESALPRir^se^tiii^mti^W'r^^y-^^^ 

p<i^i/:^^Kf*^ @a^j#=^4-e^$tvST^y^@a^j;o^^)?'cC^sALPR^=i— Ki-^o 

[0118] ;*:^0^(DSlJ(D-o(D^#^;lJ;tt^^.;^|§?g^;l'tefflf^>^yp<:^l/^^^K^*> rgB^j 
'l4^Wi-6^y-<::?'^Kj^='— KLT/^6t>(^T'fc^o gm. if A*5j; 
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J:«9^^b<f*l-l0jBI. $fet;i0^b<{*l-5iia. #tc^^b<f*l-2^-efc§o 

[0119] ^mm<Dm<D — D(DmmKxtm.^mmKmmir^^v^^i^:t'^hit. ^mm 

[0120] ttf|E?i^«^mt-'(tffl$tL§:7°^;^5K{i. _h|E(5DJ:5^<eSALPR^=t— K-rs^y^^iJ^ 
[0121] ^fc. fltfSB?l^«fem#:t>> _hWB(Dj;5/.eSALPR^=3-K-r§^°y5<^W:^^K^tf 

'a-tp:7°9;^^K(^jf^-e-^^-rs?f^K^^#:'efe§^i!ti-et§L. s>§v^f^, salpr 

9y<^^hicx^^ fe§v^}^. tfrSE^y5<i^i/^i-^K^ti.g^{;ij;«9. mm<Dm^m^^^ 

X.{iEscherichia coli JM109^) ^fcf:i^#(^!lX.fiSaccharomyces cerevisi 
ae W303tt). fc§V>«, <i^^<7)jt*^^Jia. '0«IX.}i»Ji^^^Jia(^!lX.}*CHO^JiS. H 
EK-293^Jia. ■Sfc:«COS|HJi&) iS.fcitmAmS^ (#!lx.}iBmN4|HJSa) ^mif^^t 

[0123] ^fc. <5:^^<DttifE^m-<i^i57— ^bTJ*. -^[IX-tf ^J^Mi-^bTf*. pUC, pTV, p 
GEX, pKK, */c{*pTrcHis^;^#{;i>i^J-LT{*. pEMBLY^fc{*pYES2^;CH 
OmSk. 'HEK-293mSk:3rSXXfCOSmMcML^Xl^. pcDNA3, pMAMneo^fc 
f^pBabe Puro^;BmN4|fflJiSi;i>CtL-C{i. A4=i^^'^i^^4/l^:^ (BmNPV) <D 
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[0124] sALPR^^-r^mf*. sALPR^mskmmmK^m.x\^^^im. m^m& 

[0125] *fc. SALPR^'^#i-§;^^0J^ t^^ffl-r^*fflji^lll®5>}*. ^!j;t j:§S 
ALPR^^m-rs*HJJS^fiS#U/cm.*fflM:5S#<-^m§W^^5^gti-S^^i-J: 
«9#6r^^s-e#6o iMJi^(Dm#;^iSfei:L-C{*. '0ajx.}iJjN^v?^^if— (^Jx.{iPotter 

[0126] sALPR^^^^i-§, ;^^0j!(^j;§r?ffi^ffiit*/t}*iJ^$ij-r^^b^i^(D^^y-^^ 

SALPRtib<{ittf|B^Ji^il^H5^(i-^^:b-^. SALPR^-^^i-^lfflJi^ 

mm^). i£f:il^mmmm(irfj:t>ib. SALPR^Wi-§m)^fflv>§r^^s-e# 

So 

K^^'r^^^^^^^M^^:ff^t.sALPRKmm!^M^^'^-^'r^^tKxv)^z^ 

. IfflJlSrtcAMP^^. ^SaP^cGMP^^. ^/^^h-zvy^-ig®^^. U'f^mWSL 

[0128] ^mmKx^y^^v—=^>'^:^mic^\^^xi^. m^i-isALPRhvKi^mmm^m 
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[0129] . ^mmm4¥^^r^xmMm^M^^r(7)^^i^ri^^\^ ^-c. sa 

[0130] ^mmKx^:^^v—^>^:^mKm^x. sALPRh\^<i^mmmmmm6^~^fcu 
mtL^xi^.mK.i^. e'h]. [''c]. [''':]. C'sy^t'^m^^^^^t^^x^^o mmmm 

. sALPR^irhi-;5iE«^<jE)t*fc{i?p$ij-r^ig;;^^i2sij*-r{^i5'y-c:^>'^^-r§ 
[0132] ifmn\^^-^-^^^)—=^-i^'^:^m\z.^nm\(r>wmx\t. wmmm.i^-m£y^^ 
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[0133] sifiBffi#tc*5v mmmm^'^^u mmmmic^-^ti^^m-w-^^L^xm 

[0134] —:ff. mmmm^^^^^x. mmm^^t^m:ff^>vt(D'^^^mm'r^h(D(D^ m 
wij^?S'i4^#L/iv ^^mi>^M^. sALPR^^ir^mm^mmir^it^mtvx 

[0135] ^mm\cx^:^^v—=^i^^:^mi'i. mmmm\^t\^x^ m^urv'^/i-m^^^^ 

—^(Dm\^nmmmir:5^ticx^xmmir^^t^>x^^o 
[0136] M^^cDP^^y— cr^^^~;^&(;l^ov^'Cf^. mK.itTv'^/umi^i^y—^(Dmmt 

KXoXm^i^K^^'f-^cAMP^^^(D^mxm^'f-fl\^^<. SALPR^^^^-r 
irf^i^ib. SALPR(DmMmWl^^(D—DX^^TT'=^/^miy^y—^(Dm 

m\im^mmir^i^(Dx:h^o Mi^miat. sALPRic^mv:^>}'^^^i^^ir^t^ s 

ALPRfcl^t^bTV ^^G^ly^<^M'7rVJ—(D-'^Xh^Gi'7rVJ—i!)^. Tf^JV 

mry^'y—^^^m^. tc^j^^^tb^i^-f^y (cAmp : Tf^jvmry 
e^t;iJ;«9ATP;0^^>^fc^$tt§)»^M^^$-ii:§^i!t;iJ;§o 

[0137] ^!|x.f^SALPR^^J}Sj|^_h^;l^m(0^b<f*^ SALPR^-^tf^m^i^^-^^ 

) \z.r^^^;vmry^'y—^(r)mm\M [-^[l;! {i':7;^/v;^='y >^ (FSK) ] ^Wm-^h. 

[0138] *fc. T^'c=^7V^i/:^^^— e'?&i4<k^J^^;UPi-6^{;i. SALPR(D^^y;^>'K^;(jP 

ttfJEit i;i;(jpx.. tufE^^y;?/VKds^^0j i^SALPRtc-ftfflbT^C^T^^cr^/v 
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[0139] mm^mmir^i¥m^^ir^i[:^m^:^^v—=^>^'r^m^ia-i. t-x=/v^v 

icmMi-^tx\ \ TT^^/^mi^^'7—^i[^'mtM^mAxmMi.fz.m^i^it-<x 

[0140] mm\HcAMpm^m\'^ir:s:ij^ikti.xn^ mx.\-i4J->/r^y±4m^^h^^^. mx. 
[0141] m(Dmm<D:^^v—^>^:^mK^\^ ^xn. m^i^sALPR^m^m±Kmm. <m 

iS^iJ (CRE) ±.m^itM-1r^^y^—^—M.B^ m^\-fT;vmy:t:^'7r^— 

-^^5t^^^#.^/cf*GFP (Green Fluorescent Protein) ^(D^^fe^V^-^iJ'ait 

^i!t;ij;<9. SALPR^^-r^JiE«^<jeji*fc(*^$iJt-§t^;^^K^Ub-c^k'a-i^^;^ 

yi<—^—m.B^(D^'¥^mm^ti^^tmm\^x\^^o 

[0142] ^T. ttifB^«i-J:5. SALPR^i^i-;5SE«^<jejt*/cf*?i]$!Ji-^tg;f3^rajL 
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[0144] mm^^mir^i¥m^mir^it^!>^^^^V—^>'^ir^m-B-ia-i. T^^fvmry 
^'y—^^m\M. SALPR(D^^y;^^H\ *3j;U?Mi^i^ff^;^i^y-:=^>'i/ffllHJ3^ 

o 

[0145] ISi^i^Sf^i^f^ffl;^^. SALPR{c^i-^*§^^irrLfc'mffi-efe§;O^S;?)^{i. ffim 

M^i-Si^;e>s-e#^o 0yx.f^:^i^y-c:^^i/ffllffljia(i-/^t?*>. sALPR^^ji^ji^ 

^^i^—^—W^=i'^^^'r^%(D(D^ SALPR^|fflM_hi;i^mbTV ^/^V ^^IS) 
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^m\^^xmm<Dnm^mMir^o ^(d^^^. salpr 

##:^«^. ^^-fc-^^;^. #:J!gJte». I^JJgJte*. -fr^^K^*. SSff*. 
3.;^/^df^-0f^», mfl5J3E^M*(vSR). rtliJilJte*. ^TJilJte*. rtliJJIJteAw 

db-^-^/;^. Zucker fatty^5'h;'^^0^jte^afiC^»]i^-e^><J;V\ M^i^ff<D^^ 

?i^Bi!LT{*s p m-^frLmm. p e<j{;is^i-5o #s p mm^m%(r)mmh\jx 
'^[jx.fmMrt^ wi^. ^T. mm^. ^jtrt. Mi^. Mrt. 0^b<Mi^ 
ynm^mm.^^m^m-fhfx.^o :^^])-^>^wcib(Dmmtvxi^^ mm(D 

o 

mm'>^M<D^-^\mmtiBhti'o—mxhmimi^^ifxh^<. 

[0147] rrT% icmmi-^mmo^Ml^t^(Di.^fj:^t^mx:h-^XhX\^ ^-dK 



wo 2005/075641 49 PCT/JP2005/001887 

[0148] ;^j^U— ^^^^dr>yh 

[0150] :^mm(DW!(Dmm(D:^^V—=^l^i^^yU^. Vy^i^l^-3^mi^. ^*b<f*SAL 

mmi^. b^^tj. cAMP}t^^mm(cKE)j^^5'±mi^^mir^^:^—^—AB^^ 

[0151] ^^m(D:^hKm(Dmm<D:^^v—^:yi^^yhi^. vy^z^^-s^^i^. 0*b<f* 
mn^mmdu cAMP};t:s^mm(cRE)m5'±mK^W:'t^^:^—^—MU 
. sALPR^mmm±Kmmi^x\^^fj:\^^ms^t^^^. mm^x^. u:^—^—mB 

[0152] :^mm<Dy.^v-^iy^i=rmicmm^n^^[^.^m^^^-r^mM 



wo 2005/075641 



50 



PCT/JP2005/001887 



mm. mmm. »m^m. m^m^. mmmmtimf^ti . ^^/i^^-i'^nn^ 

mmm^m^m. mmm^^m. mmmi^mmm. mmskm. mmm^t. m^t^m 
. 'L^m^. mm. mmm. m^mm. mikmfj:}£) . aids. m. -^tatrnmst^if 

omt^m^^^-r^mntx.x. m±mmm. w-mm^n. mmm^<}^-m. mm 
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[0153] nhtif^i\:^m'^fci^^(Dm^m&-x^m\^^^^t^,'^m'^h^^Km^mKw^^ 
m^(7)^m.mai^fci~i^ma mx.i^^mmm. m^mm. ^r^^. w:mi^-¥ 

. '^^M. mmimk mm^L mmmmmk mnm. ^^mm. mmm. ^^m. 

;^i^f;iJ;?)#b*x6>ft:^i^*fc{*-^<Di^(Z)^^. S^^i^f^. ^^J(Di4® 

lkgfefc«9^!)X.(i^l. 0-1, 500 jug^ 0*b< f*)^ 10-500 Mg@S^^^«<^ 

xx,<Mm^fhx\ ^^xofii. mm^mm.mii^m.\\:.mm:m\^xm^^^^hii^x 

[0155] y^^v-^-3(^fS#.»Pl^i-^^'E?feJ;rj^'^(D{^Jl 
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i^. V9^i^:y-3(Dm vivo, ex vivo*5j;tJ?m vitrol;i*5JtS^^^J#*5j;U?#:m 

[0156] ^mmK^mir^vy^^^>-3(Dm\^^mmir^<i^mia^. mmi^^^ir^m^ 

erfering RNA;siRNA) , !;)!KifV-^#y^=3r^>:x-3(D^Ji.^|5aWi"'5%(^. feSV^ 

S^b^i^^(Oy9drv'>^-3t)b<{*y9=3rv'^-3^^#:(0^b<«. SALPR) i:>(=@5: 

^'^fflbTy9=3e^>^-3;5S^i-§^tt^pa.#i-§i^a#;5S#tf^,tL^o 

=ar^>'>'-3(-rj^cCt)-^. y^=¥^>'>'-3. lBI^>!Ky^:/^K)(D^i4^ 

rm. mm. mm^mmm. mkm^mmm. mimm&n^tiu^mmm^is 
^mi^mitm. ^j'^-^^^mm^m^^. i^/v=3-rK-i/:^. ^#1, i^ji^ 
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b<«. i^mm^i^m. mmmm^i^m. mmmmm. m!^mmmMtf:t^ 

[0157] T>'^±>'::^mmi>m^i&i^^(Dmm^m^\ir:5mmt\^xn. (Dsmm^mi^ 

yy-A|^^lH5^^o/^-r7^y5/K?^^^^c j;;5'<:/^K^(^#;S*l]f^j. MtJ?i;i (1 1) ^ 

A. pp. 319-347 (1993))o 

[0158] ^mmi^^mir^})y^i^>-3(Driy^'^iy:p^mmn. ±m(D(i) — (ii)(Dif<D 

ytu^(Dmmmm^fc\^4¥mmmmKM\^x^^ic^m^x^^'E^mi'i^<^<.m 

. <pf^<thl5hpU±. 0*U<{*lOObpJ^±, $t(^0^L<f*5OObpJ^_h-efc«9. 
il^SOOObpJ^rt, ^*L<fi2000bpi^;l|^, J;«90*b<{*lOOObpJ^P*=3(5D^;ft^W 

u m'^mB^(Dm'^m<i^(Dm^mim\^x0^\.<mo%!^±. xw^i^<m 

, /j^^;J^tl^;^^—h^ (Stein (1988) Nucleic Acids Res. 16: 3209-21 
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[0159] y^'if^A^f*. KNA^mmm.6^tir^mm(Dm^'^^v. ;^#<^-v?y^'if^A d 

arge ribozyme) *5 /vy^iKif -Yi^ (smaU liboyme) (^4>®$tV§o ^^v' 

hn>^RNA, *5 itj? (3) ij\i7Ki7^mRJt^i^x^tRNAmmi^^5 ' ^j-e^ifi-^y^^^^ 

#5|^y>'^^^C$-1i:So /vy^^Kif-fi^filf*. ^^>"s'—^5^KM (Koizumi et 

al. (1988) FEES Lett. 228: 225) , ^TtVM (Buzayan (1986) Na 
ture 323: 349; Kikuchi and Sasaki (1992) Nucleic Acids Res. 1 
9: 6751; mmmil992)^t^t^m 30: 112)m<DV^'f^J>>^^^^MoV^ 

i^x^. mMRNA^(Dm^mmuc, uu-^t^ii^uA^mML-xmmir^^^iy'^ — 

5'KMyJi^'if'YA^f^6r^dS-e^6 (Koizumi et al. (1988) FEES Lett. 2 
28: 225; /h^m^XX^±m^^ (1990) Sa®^^^^35: 2191; Koi 
zumi et al. (1989) Nucleic Acids Res. 17: 7059)o -^TtV^tZ^y^^ 
ifVA^C0V^Tt>. <2^^<D;^&tCt^§oT^tf,M3t/$i^Brt^'t?fc^(KikucM and S 
asaki (1992) Nucleic Acids Res. 19: 6751; ^J^&#(1992) ^t^t^ 
m 30: 112)o 

[0160] 1998^f^, m^\^^\^Xm<iAn±i)^^M\^^^^Wi^^^^^'^{R^A=^mt^ 
^^$tL/c(Fire et aL (1998) Natiare 391: 806-1 1) „ RNAT^^f^^ 

rj^m-coxncNA^mmizMXir^^LhiKiJo. n\:^m.mm^^irmNAi,^j^ 

m^fh^^^Xh^o ^(Dm.(Dm^i^Xy). RNA^^#CDRNAiJ-^l/^v^>'i/om 
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^^^mir^fcib(D)y—/Vt\^X. ~;2^^RNA (small interfering RNA; siRN 

A) ^mm^nxm. mu(Dmmmu^m(Dm^nm^siRNA^m\^xn^j:^^t 

Kx<omm.^mm'^mir:5ifmh^m^tix\^^. :^mm(DsiKNAi~i. v^y^^y^- 

3(DmRNACOfe^^|3i.§i-:5P5«9. #t^PS^$tv/^V\ siRNAf*, ^6^mRN 

^>^6^mRNA^|WIC^#:^-e(Dp?i^W::i-^K«^^i-§o 0*b<}*s 15-75^. 

-3(Dmm^^mir^fc)^ i^. siRNA{i<2^^(D;^^i^J;«9«tc^A-r§r^;5S-e# 
6„ '0^J;lfisiRNA^«^i-6^;*:(DRNA^^. — Ki-^DNA^^ff 
^DNA^^m-<i^^— f-m^iA^. ^J}^^^^m-<i5^^— -e?l^«femb. siR 

NA^^T\^'>m^^^i-^r.^mR'NAt\^Xm!&^\HX^m^^^^t^^X^^o 
^>^:7^i^ix3^};ij;«9lt»^6^(;isiRNA^a^1-§:/9>^5:mm-<i^^— t^^tf^tb 

■CV>§(^JX.(iRNAi-Ready pSIREN Vector, RNAi-Ready pSIREN-Ret 
roQ Vector(BD Biosciences Clontech|i:))o siRNACDi^^lB^Jf*, 
Ambion website (http : / / / www. ambion. com/ techlib/ misc/ siRNA 
_finder. htnA) (D=i>}:l'^—i^—:fu^''7J>>^m\^^Xm$Yir^^t^^X^^o mm&iJ 
siRNA^:^^V—:^>i^ir^fnib(D^-yh(MK.l'£BU Knockout RNAi System ( 
BD Biosciences Clontech^±))#t>rf3|g$tbT*3«9flJffl"Brtg'efe5o 

[0161] m^(Dm^^{^^n^mi^^(Dmm.^m'Mir^f'^(^i&i^^fbmi^^^^x^ 

mm(DT>^'^:y:^mm. V^^^m^^X-C^siRNA^, WMMi^1^-^\^XhX<. ^ 

— iN^^fijfflLfc#^-f/v^-<^i5^— ^i:SM^^^^LT^>J;v^(in vivoSfe)o 

^fcf*. ^a6^^T% IfflJi^fc. ;*:|&PJ(OT^^-fe>-;?^^^. y;!Kif-rA*5J;t)?siRN 
A^m^-r^io t^f^^$tt/:i«^i^^#i-§-<^^-^^Abrti J:v \ #bttfc 
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[0162] :^mm(DT:y^±^^:^mm. Vy^^f^J^iSXXfsiKNA. ^fci^^fhh^m^ir^X^ 
[0163] \cm.n't^W^\c\t. ^^)^n—-i-;v^W-^X.'mm- 

IW»<b. -^"^-^^mmMMk.^. iBM-^?* (Nature, 256, 495(1975)). * 
fz.nMMM^W,'^^^^. ImmxmoL Method, 100, 181-189(1987))^fflV^-C 

fetVf^J;<, ^*L<(i^VV'<5/=tS:^^'l'— i5^V^£c*/J^i^^^^i0Jffi(Dulbecco's mo 
dified Eeagle's minimiim essential medium) (^!5'v'J}&J/SjfiL^. A^^^'y . L 

v^^tb^o t^^ls^^-r7^yK— ^(Di$*f*. j§it4^-etf^^5^^t-{*. 5%co m^^. 3 
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[0165] :L(Dx^Kvmhtitcmmm^tii-i'^^:^(Dmyk^^h. ^i^^<^M(D^m^xxfm 

^mif^^tf)^x^^o 

[0166] ^/c. ^mm i^mm-r^^v^ti—^yv^mi^ ^^mmm^xup^^v—^^^^m 

^J>.icX^xm^ir^^tKXy)mm:ir^^ti!)^X%^o 

mm Km.m'r^^i$i'79i^yi:yhn. wm^i^ c^/i^n— ^/v^#:*5 j;u?^y 
fiFab. Fab\ F(ab') -^tiUFw^mif^^t^^x^^o ^mmKmmir^in.i^^9 

2 

m^x^ ^iy^<^M<Di^m^xxfmm<^mmi^m<>xn^^tj^^x^^o 

[0168] *fcSiJ(D^#{c:j;ti.}^. B^<i^^moi/'068862-^ 

fCo <2^^^/iofcy^drv'>--3(D^#:^'f£ffli-§^^;J)S-et^ '^[Ix.{i#li2002-345 
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[0169] :$:mm Kmrnir^iTim^. mm^ammmtvxm^^^^fh'c^. mx.\i:m^ (^u 

tif. ^^a#if. ^T^^. iiLj»^^. mm.n^)<D\^^fif)^(D^^-m^xn^ir^ 

mf^^ti)^x^^o ^fih(omMumnm\^hfix\^^mf^nu mm^k m^m. 
umim. mmm. mm^mm. mnm. mmm. ^m^k mmm^m 

. vsmnk ^^^^n. mmimk '^mmm^m\^xnm\^x.mm.'r^^ti)^x 
mm'^mti:mm^(D±mmMMtvxi-±. m^mm. 7^K!^». 

[0170] ^fhh(Dummti.xi^. li^^wm^mmmi^. m.i^(Dmt}i. 

Jfe^^»«m#<^^mikgfcfcl9^jx.f^^0. 01— 30mg,^^b<{*^0. 1—10 

V ^xm^ir^^t-A^x^^o 

[0171] Vy^i^>-3h\^<WJy^iy:y-3^mi^ (^^b<f*SALPR) ^ffiSf^fflb. y^=3r 
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}^IEft ,2 , 5-oxadiazolo[3 ,4-a] 1 , 2 ,5-oxadiazolo[3,4-e] 

l,2,5-oxadiazolo[3,4-i]l,2,5-oxadiazolo[3,4-m][16]annulene (&<T. ^"it^^HtW^ 

[0172] ;*:0^lH#^^*5v^T^t^^J tu. -^m^. pjfm(Dmm^mm^^xw^fcu^ 
m<Dn^m'^fci-i^^fj:mmt\ ^^j^xi-^mmmxh^o ^mmmi^^\^ ^x ^mmi 

[0174] j^T. mmmKxy)^mmK-:>^^xxmmKm.mi-^^K ^mmi^:itih<Dmm 

mKx^i^m&&^n^h(Dxw^\\ 

[0175] r^Mli1 SALPR»rt-Ki-^7KU5^>:^W:;j-^K(Dl^M 

^(clLT. ieXT(^J:5l^ffo/Co gB^J#-^3Ti*1857i^m)iSj-;55^$tL-C:i3«9. SALP 
R^=3— Ki-§^J^J*. 361#g^^^>1770#g (1410:^^>Pf, 470X57^^^)^ 
$tl/TV^^(GenBank Ti5^iriyv'3>-#:-^NM_016568)o PGR (polymerase c 
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hain reaction) iZX^m^^^^mir^fMZ.^ ga^lJ#-^5SoJ:U?ia^lJ#-^6-e^ 

[0176] human genomic DNA (Roche Diagosticstt)^Mi:bT. Ba^J#^5*5J; 

U^ia^iJ#-^6(D|a'^-fr;5^^)/^SPCR:7°9^-^—^. Expand High Fidelity PGR 
System (Roche Diagnostics^fc) ^fflV\ (98^: 1^-57X: 1^-72%: 3^) 

400i^^^(DDNAilf>H'^#fCo 
[0177] iCODNA||lf>t^^ pCR2. 1 (Invitrogen^fc) f^#Ab. ABI prism DNA sequ 
encing kit (Perkin-Elmer AppUed Biosystems^fc) (;ij;«9iB^J^fit^b:^Co 

, SALPR^3— K-r§^yp<i5^1/:^^K^#^ii!^5-et^fc„ 
[0178] r^lfe^l2] WKp'>^/V>^^<^^-:/v>^$KC0I^M 

pBabe Pure (Morgenstern, J. P. and Land, H. Nucleic Acids Re 
s. vol.18 3587-3596(1990)) (iB^IJ#-^7)d^6)SaU^oJ;t)^^ClaI-e^ifi-Sr 
^{;iJ:'9SV40 promotei--puro(r)'^^^^^#. T^^Klenow fragment lil J; 
^m^\^\^tio ^^^pIREShyg (Clontechtt) ;5^feNsU:Jo J;tKXbaI-e^8ffi-S^^J;i 

AbpBabeXIH^#fCo 
[0179] pBabeXIH^^^>SspI*Dj:OTamHI-e§3ifi"^^^Ji::J:«95*-LTR-packaging si 
gnal^^V ^fCo ^^^pCLXSN (iMGENEX^fc) ;?)^^SspI*D j;OTamHI-e-^ilfi"S 
^i:(:iJ;«9^«9dtibfc5'LTR-CMV promoter-packaging signal^if AbpBab 
eCLXIH^#/Co 

[0180] [^lfe^r|3] SALPR»^^^mXffll^hP'»-^/V;^^^^-:/^.X$KC0liM 

tfrlBllJfeFll2{c:|E^(Z)l/bn«^^/V;^^mffi:7'^;7?>5KpBabeCLXIH^$IJRB#^H 
pal-e^ifbfCo ^^-^tutS^Jfe#!jl-e#fcipCR2. l-SALPR^^^EcoRV-e^if-r 
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il^^¥^^bbfctj(D^Jf AUpBabeCL (SALPR) IH^#fc (HI 1) „ 

[0181] rmmm\4-] sALPRm^^mKmuhvif7^/u:^^^^-(Dmm 

2 X 10'j|i|(Z)293-EBNA^fflJiS (lnvitrogen|±) ^lOcm^^—^V^^— h^V^/^^^ 
(IWAKIli)-eDMEM(Sigma|fc)-10% fetal bovine serum (FCS)-^^ 
i>'y>' (penicillin) lOOunits/ml ;:^hW:7^b-v^iX^^ (streptomycin) 100 /zg 
/ml (PS) (iBJlT^ TEBNAJe^lgj^i-^) lOmlMV^Tit^b/Co . pV-g 
p (pVPack-GP (Stratagene|±) ^^^)NsiI*D J;t^^XbaI-e-^i(fi~§^^t^J;«9IRES- 
hisD^^#T4)!i<y^^— if i am^bbfct>0) . pVPack-VSV-G 
(Stratagenett) . *3j;t^||Jg^J3-e#fcSALPRit^^^^Affll/hn'>^/V><.-<i^^ 
— >^9>^5K (pBabeCL (SALPR) IH) ^tl^ti3. 3 ju g^y>iJ<:7^i^iy3^^^^-efe 
§TransIT(Panverai±) ^fflV^T. tatE293-EBNA|fflJ3St^h^^:^:73ii^i/3>-bfc 
o ^(D6-12NFF^^(-EBNAi#^|^^3Smb. 37'C-eJ§^^^it^Co 
[0182] h=7>:^^^^^^3>2Bm^^^W^\B\i\^\^. 1, 200Xg-C105>r^i^^L-b/Co 

■^(D_h^^O. 45 ju m(D:7^/V^— (Millipore^fc) -e'5aib/ct)CO^#^*iWha«^7^ 

MM'\J^l^^^—y^50 Ultra-Clear Tubes (Beckman|±) ^70%3i^y—/k-e 

S^^Lmh— SW28 (Beckmantt) iCAtl. ffi^^'C^^MXL-gO (Beckman^t) 
^'(goTig, SOOrpm 100^m(7)m'\J'mi'f^n<^fCo m'L-^^. _h?t^^Tf'^^ 

[0183] ^^lfe^l5] ^^^^'^y^AMPtr;^BP■^l^^fpi^^-^-^mX^^SE302(D^^ 
( 1) ^^^^y-y^AMP);^^§a^lJ»-^ j-f U/K— DNA(Df^5fe 
^M^tltcMXiDurocher et al. Anal Biochem 2000 284(2): 316-2 

6) ^##ticAMPici^:c/cfe^^s;z^bti.6unit^j^T<^ J;5 t;i«ilbfco 

cAMP responsive element (CRE) Sr^tpunit(Df^^(Z)fcJ6}e:, CREx2hbffi 

tL-xm^m^8^xxj^m^m^9. cREx2bpffl tL-xmn^^io^xu^m^m 
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Tif^^tKX^~^mT>NA(CRE7L2hb. CREx2hp) ^j^^^'^fCo CREx2hbSr 
Hindlll, BamHI. CREx2bp^BamHI, Pstl-^ll^itir^tthiC. pBluescriptllS 
K(+) (Stratagene|±) ^Hindlll, PstlX^m'itl.fCo m^tl.ftDNA^mM.^WjL^X 

, CREx2bp, pBluescriptllSK (ligation), #e>tl//c:7'^^5: 
K(7)Ba^lJ^j|fWbT. CRE4/pBluescriptIISK^{t^bfCo 
[0184] ^tCVIP (vasoactive intestinal peptide):/n^— i?^— ;Sr^tpDNA^#^fc 

Human genomic DNA (Roche Diagostics|±) ^^M^L. iS?IJ#-^12:ioJ; 
t)^SB?IJ#^13(D|a'^-ard^^)/ce§PCR:7°^^-^— recombinant Taq polymer 
ase(Takara^^:)MV^-C(94^ 30#-55T: 30#-72t: 1-^) ^35m^^Mir 
^tKX^PCRVtit^S. 264^mM(Dr>^A(mm^'^14:)^mhtlfCo rc0264 
m.MM<^'D'NA^PstIXlin'itir^tth tCCRE4/pBluescriptIISK ( + ) (Z)PstIi^ 
#e)tL/c^9:^5:K<D@H^J^fit^b-CCRE4VIP/pBluescriptIISK ( 
+ ) ^-ft^b/c ( El 2A) o #^)tl.fcCRE4VIP/pBluescriptIISK ( + ) ;6^bHindini! 
SmaIXm^tVfc^.'^hnfcCKE4VIP^u^—^—m)f(Dm^^mit^n^^ 

o 

[0185] !>-r/V;^'<i^^— :/^>^5:KpBabeCLXIH J;<9IRES— hygro (r) 

^^*b/cpBabeCLX^f^^bfc (|l|2B)o pBaheCL,XX^Uhvi^4/l^^^M(D^ 
^^^N^/ih— (LTR) f^(D'Nhel--Narmi^^^^ir^^tKXoXnhtlfc^M 

^-^ti'ia^ij^. u:^—^—mm^xh^mm^MT/v:fyvy:t:^^Ti^—^iPi^AP) ( 

Gotot), Moleciilar Pharmacology, 49, p. 860-873, 1996) ^^Ab. 
pBabeCLcre4vPdNN^#fc ( M 2C) » 

[0186] (2)-^^^^hy^AMPhK^mm^^nu7ii-^-WM:^mm.sK302(Dm^. 
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[0187] r^lfe^r|6l SALPRj»^d^^XfflWbP»^^/V>^^^^-tc:J:^SALPR^m^]i^(D 
MM 

tfflEHii^JS-efll^bfcS X 10'^<OSE302jfflJi&^96weU plate {M'T^J^'y:^ 
%t)l;iDMEM(SIGMA^±)-10% fetal bovine serum (FCS)-PS(]^J!.T^ T 

tm^^) loo ix \^m\^xm^u-^o n e ^ iiMf?!i4-ei«igbfcwha'>^/k 

^jgH^lRb. ^(DlOO/i l^J#^|^-e|SMbfcpolybrene(SI^I^S8M 
g/ml)(SiJ^ hexadimethrine bromide Sigma^fc) i!i!^)lclSE302^j}ajci;(jPX. 
fCo -?rCOS 0 ^ i##IS^500 At g/mlCO^N^^n-v^iX^^CHygromycin) (Invitrog 

enm^^(Dmmw.2oo ix\t^m^mm\^fz.o ^(Z)^#-eit^LT#fcsALPRjt 

^^^ASE302^Ji^ (J^T. rSALPR-SE302^Ji^J t^<1r^) ^M^miX^Xm 
[0188] r^1fe^l7] SALPR-SE302j^I^t;ife{-t^:7:^/v;^=.U^^jiD{;iJ:orj^jiD^-^fefe 

tiIIBllife^!|6'e«^LfcSALPR-SE302JMJ3a^. te^^ttSiJ^ffl J#J^& (DME 
M-10%FBS(65ri;i-C305>#fll!l^t;)^^JPX.fct>(D)l;i-Cj^^bfc^. 96 well pi 
ate (Beckton Dickison^fc) Kl^K^fdO 1 X 10''jWJia^J'^§i5 {-*V >fCo S 0 > T5' 
ir-f fflJti^^ (DMEMf^O. l%'>v/jk?tT/V7^^>-^;!jPx.fctj<Z)) X^m^fz.^m& 
<50y9^iy>^-3 (Relaxin-3) (Phoenix Pharamaceuticals|i:)^fc{i^:-^;^y>^(I 
nvitrogenth) ^WiWX^. ^(D^'7^;V:^^]}:y (Carbio Chem^fc) ^fti^^iS 1 ^ m 

Sll^ffl <^96well plate {^^^—^94H±) T^y^^mWMm (280mmol 
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/L Na CO -NaHCO , 8mmol/L MgSO , pHlO) ^60 U Lumiphos530 

2 3 3 4 

^Fusion:/!/— i5^—(Perkin Elmertt) l;iT^l!l^bte^^tt»^bfCo :7;^-/V 

(D^l^^ro-e^^bfc (03) o 

;:^y^-efi^#^s;^^d^o/coD-e. y^=3riy>'-3#Me^^^SJiS-e$>§ii:;5s^d^o/co i" 

[0190] r^m^r|8l SALPR-SE302^fflifij^ffl V ^f::y^^'>:^-3#f^T^#>W(D;:^^y — 

SALPR-SE302|HJIS^, (DMEM-F12-10%FBS {65%: 

{Z.X30^^4¥W)'l\:)^MK.fch<D){ZXmMVfc^^.384 well plate (Greiner^t) tZl 
15^:^^fc«95000mi:;'^^J;5^-*V^/Co SB. :7;i-/^;?;r3y>'(Fermentekl±)^|g 
filMi^^k'n'^ (1 ,2,5-oxadiazolo[3,4-a] 1 ,2,5-oxadiazolo[3,4-e] 
l,2,5-oxadiazolo[3,4-i]l,2,5-oxadiazolo[3,4-m][16]annulene (^t^^l) ) ^^^^b. 

L, DMSO (dimethylsurfoxide)O. 5%)o ^(^^^ T5/-fe^ffij0J^&(DMEM-Fl 

'^}'M%m)^Mmmm3nmoix-Ltfi:^x^Kmi)avfco ^hK—umm"^. m^± 

n l^lHll|3lL-C^b'^^3fei"JSffl(^384well plate (Corning|±) T^/ir^ 
ffl^^lS^20ju Lumiphos530^25ju L^;!JPL-C. ^?ai^-C2B#r^MJi£^$*fc 

#well(D>fb;^^3fe^ARVOsx3:/W—hy~y— (Parkin Elmertt) {ilTaiJS 
L^^^tt»i!b/Co SALPR^^mUTV ^ti:\ >SE302^J}^l;ioV >Tt> l^#{;imf^ 



wo 2005/075641 



65 



PCT/JP2005/001887 



[0191] ^<D'^^. SALPR-SB302mmz.^i1r^:7:t^Uy^=^V>iZ.X^m^^^^(D±^^ 
m\^i^ifCVfcm4A)o SALPR?^^mbTV^/cCV^SE302»^:l:i3{t§^W-e 

[0192] rmmm9 V)=7^i^iy-3m^.^n^ic^^m^m-n.m^^m 

(2) v^^^y>^-3mm(Dmm 

60 ju g(Dy9=¥iX^-3 (Phoenix Pharmaceuticallt) ^DMSO KXMMl^ti^ ^ 
200 ju mol/L^7je§ j:5 ie: AX6^J|g#M?S (artificial cerebrospinal 

fluid) ^mMi^xmi^fco mi^tiitmitm't^mi^^i^xmm^. _h«^y^=ar 
mm7iz^:^titimmm^x. v'7^iy:y-3icx^mm^m^m\^^xwmi^t:it^s. 

(^vehicle (y^=¥v/^-3^^V ^fcttflB (2) ^|^Cm^(^^IS) ^5 m L/^2^(DjgS 

icAti^ ^mik^^tio 2mmmm(7)m{i^mmmir:5^txmmM^wmi^tL 

. y^=arv'^-3^^50pmoltS-^Lfc^5/b-e}*^fi^Ovehicle^^(D^5/h };ilt-<T 

#mt-ii;(JPb-cv^fc(t-^t^. p<0. 01) o tA^oT. V9^^y:y-3i^m^nW]^m:b\i^ 
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[0193] r^ife^iioi v^^iy^^-3(Dmmm^P^^^m(D ffn.^u-^^iymm hm- 

(Du:/^>^mm7i^mMi^±^ir^^t^mh^^tf£^ti{t-^m. p<o. 05. me), 
[0194] [mmm^ ^V)^^^yly-3^mn-^l:l^:?.{iimm1}a'm.m^m(D-^M 

mU vehicle (^mik^7K)i^fcWJy^iy>-3m^^W:M^^>:^(alzet osmot 
ic pump modell002 (DURECT^fc) 6 ^ L/ 0 ) >^'-l^-^ffl;57^ 

(2) m^mmym'^^^^^<Dtr^(D^m 

^^^iS^/V^^r^fc) ^^X.. mMWX4 0 ra©lKbb/Co SulE^^yh (250-270g) 

(3) i^mmm^^mio:i:xmmm(Dm'^ 

0 ^0 0 g t\^x i s^^^T-tr^Wb. mm. w-MtmAmmi^fco o 0 g 

^fifmi 0 nx^v9^iy:y-3^^9yhmxi-imM^<^i^M(Dmmmm^tifco * 
fc. y^drv-^-s^^s^tDisiimi 0 nx<omMKmMi^fti(t-mM. * * p<o. 

01, * p<0. 05)o 

m^mr 0 (140 n)ici^mtmMmm\^fc^. y^yh^^>y'^—Mz.xmm\^ 
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h4>:^])>mm^iyh m^^itmi^^m^) Kx^mmi^fc (m iob) » 

* * p<o. 01. * p<o. 05) o t^^o-c. vy^i^>-3^-^iz.x<ommwm^mmm 

[0195] rmmmi 2V}^^-^iy-3^i^nM.i^M^<i:mmm. mmm^cpv^m 

vehicle {^M-^^mM *fc«y 9^iy^-3^^g^ff7K^:7' (alzet osmot 
ic ptimp modell002 (DURECT^fc) 6 L/ 0 ) 

:^^i5^7V^W±) mmU^XS 0 raill^bbfCo tulH^5/h (170-200g) 

^0 0 ^L-C»«]*<Z)||iJ^ 0 i S^5^-|Jc^T-el^Wb. #^#:m^a"J^b 
fcdHlDo 

M(D^-hU^mM-^flfc{t-^'M. * * P<0. 01, * p<0. 05) o 

tffSE(2) Kx^ ^)=7^i^:y-3n^=7yV(DW-w^Mwm\z.mMfim>m^hfvnL 0 

j;t)?Bt^(Z) i mmrnm^. Versamax (Accuscantt) ^fflV >TS!|SLfCo 

mm i^m.^m in^mihm. s^m (Dyyv^'mm.mih(Dim 
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[0196] i^^^. mm fmikfcmi'^m . i^mmumm ^xmmi^m ^w-r^^y 
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[3] mmm'B-2xm^n^T^ymmm^^t^:^v^y'^h\ ^(DmmmKmwj^^m 

m^y'^vh\^<mm^'n-2xm^ti^T^ymmm^^nyi^v^y°^}<'<DT^ym 
nmKm\^x7o%^±<D:>^^m^%:^'r^T^ymnm^^hti:^^]}^y'^}'\ -^td^ 
^<Dm^^\^xt}:ummmMmo 

[4] ^(DTM-Mmi^M^. 

[5] ^(DXm; 

v^y'^}^'hv<it.mmm^-2xm^n^T^ymmm^^t^^v-<y^}''<DT^ymm 

^'^ti'r^^#m^'r§S:^^/Ljt*/c{*^$iJi-§^t:^i^^fc{*-?:(Dm(D;^i5^y-^ 

[6] ^(DX@; 
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[9] 7:k(DrM-M^!^W^. 

[10] ^(Z)X@; 

^ijf;iMLT7o%j^±(D^Biiitt^Wi-:5T^/^sa^ij;6^^>/^57Ky-^^^H\ -^fz.\t^ 

(A) y^^^v'^'-a^^ft:. ^)9^iy>-3^mw-^^^^mm>\^<n^<Dmmmm 

^^tpr^^#^^-f-§«:t^/Lit^fc{*^fliiJi-^{t:'^i^*fc{*-^(0:^co;^^y-^ 

[11] ^(DX@; 

(B) y^=¥^>^--3^^#:^i;M^fclWJiafijm^ti^S!l^i-§X@. 

[12] ]}'9^^^:^-3^mm^. SALPR*fc{*^(Dlfl5^^y-<:7'^K-efe6r^^#^^i- 
[13] sALPR;6s. E^ij#:^4-c^$tL§T^y^ia^ij^-^t?^y-<:7'^K-efc§^^^# 
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[14] mm^'B-2-vm^n^T^ymmm^^n:^v^^^}'\ ^(DmrnrnKmrn^j:^^ 
[15] mm^mikm'^tiit.mmMx:h^m^m4Kmm(Dmmmo 

[16] ^(Dum-Mmi^i^M^. 
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because they relate to subject matter not required to be searched by this Authority, namely: 



^- I ^ I Claims Nos.: (See below) 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 
Parts of claims 1 to 3, 5, 1 , 10, 12, 14, 17, 19, 22, 24, 27, 29, 32, 34, 
36 to 45 and 47 to 52 are either not clearly described or not sufficiently 
supported by the description. Since these claims are not disclosed in the 
description in a manner sufficiently clear and (continued to extra sheet) 

3. □ Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box No. in Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1 □ As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
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As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 
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Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/ JP2005/001887 



Continuation of Box No .11-2 of continuation of first sheet (2) 

complete^ no international search was made thereon. Reasons therefor 
are as follows. 

Claims 1 to 3, 5, 10, 14, 17, 22, 27 and 32 

Concerning ^^a functionally equivalent modified peptide" in the above 
claims , it is stated in the description "a functionally equivalent modified 
peptide means • • a polypeptide comprising an amino acid sequence having 
deletion, substitution, insertion and/or addition of one or more amino 
acids • • and having substantially the same activity • • as relaxin-3"' 
(see [0013] ) . However, there is a low possibility that, for example, 
a polypeptide having mutations in a large number of amino acids still 
sustains an activity equivalent to the original polypeptide. Thus, it 
is unknown polypeptides having what specific structures correspond to 
the polypeptide according to these claims and an excessively large amount 
of trials and errors are needed for a person skilled in the art to obtain 
such a polypeptide. Thus, it does not appear that the above claims are 
clearly described. Furthermore, it is considered that the inventions 
according to the above claims are neither sufficiently supported by the 
description nor disclosed therein in a manner sufficiently clear and 
complete for the inventions to be carried out by a person skilled in 
the art . 

No search was made on the inventions the claims of which are not clearly 

described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 

Claims 1 to 3, 5, 10, 14, 17, 22, 27 and 32 

Concerning polypeptide comprising an amino acid sequence with a 
homology of 70% or above" in the above claims, there is a low possibility 
that a polypeptide with a homology of about 70% still sustains an activity 
equivalent to the original polypeptide . Thus , it is unknown polypeptides 
having what specific structures correspond to the polypeptide according 
to these claims and an excessively large amount of trials and errors 
are needed for a person skilled in the art to obtain such a polypeptide. 
Thus, it does not appear that the above claims are clearly described. 
Furthermore, it is considered that the inventions according to the above 
claims are neither sufficiently supported by the description nor disclosed 
therein in a manner sufficiently clear and complete for the inventions 
to be carried out by a person skilled in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 

Claims 7, 12, 19, 24, 29 and 34 

It is unknown what part corresponds to ^^a part" in the above claims. 
Thus, it does not appear that the above claims are clearly described. 

Moreover, the inventions according to the above claims involve partial 
polypeptides not capable of binding to relaxin-3 and thus it is unknown 
how such an invention can be embodied. Accordingly, it is considered 
that the inventions according to the above claims are neither sufficiently 
supported by the description nor disclosed therein in a manner sufficiently 
clear and complete for the inventions to be carried out by a person skilled 
in the art . 

No search was made on the inventions the claims of which are not clearly 

described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 
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Claims 36, 38, 40, 42 and 44 

It is unknown what specific compounds correspond to ^''a compound having 
an SALPR inhibitory effect" in the above claims. Even though EXAMPLES 
etc- are examined, it is not indicated that what substances other than 
^^compound 1" have an SALPR inhibitory effect in practice . An excessively 
large amount of trials and errors are needed for a person skilled in 
the art to obtain such a substance other than "compound 1" having an 
SALPR inhibitory effect. Thus, it does not appear that the above claims 
are clearly described. Furthermore, it is considered that the inventions 
according to the above claims are neither sufficiently supported by the 
description nor disclosed therein in a manner sufficiently clear and 
complete for the inventions to be carried out by a person skilled in 
the art . 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 

Claims 37, 39, 41, 43 and 45 

It is unknown what specific compounds, other than "compound 1" shown 
in EXAMPLES, etc., correspond to "a compound obtained by the screening 
method" in the above claims. Thus, it does not appear that the above 
claims are clearly described. Furthermore, it is considered that the 
inventions according to the above claims are neither sufficiently 
supported by the description nor disclosed therein in a manner sufficiently 
clear and complete for the inventions to be carried out by a person skilled 
in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 

Claims 47 to 52 

It is unknown what specific compounds other than "relaxin-3" correspond 
to "a compound acting on a realixn-3 receptor'' in the above claims . Thus, 
it does not appear that the above claims are clearly described. 
Furthermore, it is considered that the inventions according to the above 
claims are neither sufficiently supported by the description nor disclosed 
therein in a manner sufficiently clear and complete for the inventions 
to be carried out by a person skilled in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 
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4. □ mMA:dSjKNS:^=C3iiP^*^^$|-^fflPBlrtfci^'ftL.j'i;5^ofe:cr)X. ^loHl^pS^^fi, M*<^®H®*«3a(cifSgi 



ii*P^^^»iis^(D||mro *3iT {e:M-r 

^PCT/ ISA/2 10 (||l-~^—:><©gga (2) ) (2 0 0 4^1^) 



mj^mmm-^ pct/jp 2005/001 ss 7 



m>k(DmMl-S. 5. 10. 14. 17, 22. 27, 32 



ft ^(DfSffl 1 - 3 . 5. 10. 14. 17. 22. 27. 32 

(cov^T. 70%mS'^tim4^^-rs^J^°y-<:7°^K:^s^ 55©JKy-<:^^Ki ra#cD^'|±^^-r 
^Hfc#a:a^y-<:^^K-TrfeS:d:>;T^Pjr-fe5U. i(^j:5^£:eN°y-<-:/9^K^#'5c:i:ti. ^ 

it5^<D^|ffl 7. 12. 19. 24. 29. 34 

MJi^OfSK 36. 38. 40. 42. 44 

0J^^^tBi^$nr^/^5^«v^x.-f. ±|Bit^(D|gH^-#^^PJ^-o^^T. 



ilaS:PCT/I SA/2 1 0 (#BIJ-^— 5^) (2 0 0 4^1^) 



B^UiM#^ PCT/ J P 2 O 0 5/0 0 1 8 8 7 



ft^cDiSHST. 39, 41. 43. 45 

M:^<D|5H 4 7-52 



«^PCT/I SA/2 1 0 (f|fSlJ-<— (2004=^1^) 



